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Amendments to the Claims: 

This listing of claims will replace all prior versions, and listings, of claims in the application. 

1 . (Currently Amended) A method for inhibiting 1 1 ftHSDL comprising adm inistering a 
compound of formula (I): 



Ring A is selected from aryl or heteroaryl; 

R 1 is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 
sulphamoyl, Ci^alkyl, C^alkenyl, C^alkynyl, Ci^alkoxy, Ci^alkanoyl, Ci^alkanoyloxy, 
7/-(C2^alkyl)amino, WV^Ct-salkyl) 2 amino, Ci-6aIkanoylamino, JVKCi-6alkyl)carbamoyl, 
iV;AKCi^alkyl)2carbamoyl, Ci-6alkylS(0)a wherein a is 0 to 2, Ci-ealkoxycarbonyl, 
//-(Ci-fialkyl)sulphamoyl, WiV^Ci^lkyl^sulphamoyl, Ci^alkylsulphonylamino, caibocyclyU 
heterocyclyl, carbocyclylCo^alkylene-Y-^ andheterocyclylCo^ltylene-Ys or 
two R l groups o n adjacent carbons may form an oxyCi^alkoxy group or a C3-5alkylene group; 
wherein R 1 may be optionally substituted on carbon by -with o ne or more R 7 g roup s sel e ct e d 
from R* ; and wherein if said heterocyclyl contains an -NH- moiety 4 that nitrogen may be 
optionally substituted bv-withan R 8 group o e l e ot e d from R* : 

n is 0-3; wherein the values of R l may be the same or different; 

R 2 ,R 3 ,R 4 A andR 5 are independently selected from hydrogen, hydroxy, amino, cyano, 
C^aUcyl, Ci^alkoxy, //-(CMalkytyamino, A/;/^C 1 . 4 alkyl)2amino, Ci^alkylS(0) a wherein a is 0 
to 2, Ci^alkoxycarbonyl, C i ^alkoxy caibonylamino, Ci^alkanoyloxy, carbocyclyl, heterocyclyl, 
carbocyclylCj^alkyl A and heterocyclylCi-4alkyl; or 

R 2 and R 3 together form oxo or a spiro attached heterocyclyl; wherein R 2 , R\ R 4 a and R 5 may be 




0) 



wherein: 



independently optionally substituted on carbon bv -with o ne or more R p roup s - solootod fro 
and wherein if said heterocyclyl contains an -NH- moiety* that nitrogen may be optionally 
substituted bv-withan R 10 g rou p Golooted from R 4 0 : 
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X and Z are independently selected from -CR ll R 12 -, -S(0) a -, -O, -NR n -, -C(0>, 
-C(Oym } \ -NR ,5 C(0)-, OC(Oy, -C(0)0-, -S0 2 NR l6 - 4 «*nd. -NR 16 SOr; wherein a is 0 to 2; 
r is 1 or 2; 
qisOor 1; 
p is 0 or L; 
sisOorl; 

Ring B is carbocyclyl or h^terpcyclyl; wherein if said heterocyclyl contains an -NH- 
moiety 1 that nitrogen may be optionally substituted by an R 17 g roup colootod from R 4 *; 

R 6 is a substituent on carbon and is selected frpm halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluorow^oxy, CMalkyl, 
C M alkenyl, C 2 ^alkynyl, C^alkoxy, Ci^alkanoyl, CMalkanoylqxy, A^(CMalkyl)amino, 
^^-(CMalkyl^amino, CMalkanoylaxnino, AHCi-4alkyl)cartan^ 
C M aIkylS(0) a wherein a is 0 to 2, Ci^alkoxycaibonyl, i\KCi^alkyr)snlphainoyl, 
iV t iV-(CMaIkyl)2Sulphamoyl, CMaDcylsulphipnylaniino, carbocyclyl, heterocyclyl, 
carbocyclylCo^alkylene-Y^ and hetaocyclylQwalkylene-Y-; wherein R 6 may be optionally 
substituted on carbon bv -with one or more R 18 gr oup s o e l e oted from R 1 *; and wherein if said 
heterocyclyl contains an -NH- moiety* that nitrogen may be optionally substituted bv-with an R^ 

m is 0-3; wherein the values of R 6 maybe the same or different; 

Y is -S(OV, -O-, -NR 20 -, -C(0>, -C(0)NR 21 -, -NR^CCOK or -SO2NR 23 -; wherein a is 0 

to 2; 

R 7 , R 9 A and R 18 are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifhioromethoxy, Ci-*alkyl, 
Ci^alkenyl, Q^alkynyl, d-^alkoxy, C M alkanoyl, d^alkanoyloxy, //-(CMaIkyl)amino, 
iST^-CCMalkyl^amino, C M alkanQylamino, iV^Ci^alkytycarbanioyl, TWCi^alkylfecaibatnoyl,. 
Ci^alkylS(0) ft wherein a is 0 to 2, Ci^aDcoxycarbonyl, 7/-{CMalkyl)sulphamoyl, 
^//-(CMalkyl^sulphamoyl, Ci^alkylsulphonylamino, carbocyclyl* and heterocyclyl; wherein 
R 7 , R 9 a and R 18 may be independently optionally substituted on carbon bv-with one or more R 26 
groups; 

R u and R 12 are independently selected from hydrogen, hydroxy, amino, cyano, Cj^alkyl, 
Ci^alkoxy, W~(Ci-*aIkyl)amino, #,iV^CMalkyl)2amino, carbocyclyl, heterocyclyl 
carbocyclylCMalkyl, and h eterocvclvlCi^alkvl: wherein R u and R 12 may be independently 
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optionally substituted on carbon by -with o ne or more R 24 gr oup s -6 clootod from R* 4 ; and wherein 
if said heterocyclyl contains an -NH- moiety A that nitrogen may be optionally substituted by-with 
an R 2S gr ouD-s clootod ft eiB-R:**; 

R 24 is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 
sulphamoyl, trifluoromethyl, trifluoromethoxy, Ci^alkyl, C 2 -4alkenyl, d-tfdkynyl CMalkoxy, 
Ci^alkanoyl, Cj^alkanoyloxy, AT-(Ci^alkyl)amino, N t N-(Ci4v3ky\)2diiuno, CMalkanoylanrino, 
#{CMalkyl)carbamoyl, ^//^(CMalkyl^carbamoyl, Ci^alkylS(0) a wherein a is 0 to 2, 
C M alkoxycarbonyl, 7^-(CMalkyl)sulphamoyl, iST^^Ci^alkyl^sulphamoy^ and 
C l^alkylsulphonylamino; 

R 8 , R 10 , R 17 , B}\ and R 25 are independently selected from Cmalkyl, Ci^alkanoyl, 
CMalkylsulphonyU Ci^alkoxycarbonyl, carbamoyl, JV-(CMalkyl)carbamoyl, 
tf, W-(Ci-*alkyl)caibamoyl, benzyl, benzyloxycaibonyl, benzoyl, caibocyclyl, heterocyclyl, and 
phenylsulphonyl; wherein R 8 , R 10 , R 17 , R l * 4 and R 25 may be independently optionally substituted 
on carbon by-with one or more R* 7 groups: 

R 13 , R 14 , R 15 , R 16 , R 20 , R 21 , R*\ and R 23 are independently selected from hydrogen, 
phenyl, Cj^alkylsulphonyU and Ci^alkyl; 

R 26 and R 27 are independently selected from selected from halo, nitro, cyano, hydroxy, 
trifluoromethoxy, trifluoromethyl, amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, 
ethyl, methoxy, ethoxy, acetyl, acetoxy, methylamino, ethylamino, dimethylamino, 
diethylamino, W-methy WV^thylamino, acetylamino, W-methylcarbamoyl, Af-ethylcarbamoyl, 
AT^-dimethylcarbamoyl, JV;//-diefliylcarbamoyl. //-methyl-JV-ethylcarbamoyl, methylfhio, 
ethylthio, methylsulphinyl, ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, 
ethoxycarbonyl, tf-methylsulphamoyl, JV-ethylsulphamoyl, 7/ # //-dimethylsulphamoyl, 
JV^diethylsulphamoy L and e^T^methvl-JST-eAvlsulphamQyl; 
or a pharmaceutical^ acceptable salt thereof; 

in tho manufacture of a modionmont for uao in the inhibition of 1 lpHSE M-y 

with the proviso that said compound is not (1 -methyl- l-pyrid-3-yle%I)-(pyrid-3-yl)-ketone. 

2. (Currently Amended) The ynethp du oo of a compound, or a phormao e utioally acceptable 
s alt thcn-oof as olaimed-m of claim 1 4 wherein Ring A is selected from phenyl, naphthyl, thienyl, 
furyl, thiazolyl, pyridyl, imidazolyl, benzothiazoly h and etbenzothienyL 
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3 . (Currently Amended) The metho du ao of a oompound, or a phnrmaooutioally aoooptablo 
oolt thoroof, as olaimed in oitherof claim l x or oloim 2 wherein R 1 is selected from halo, cyano, 
hydroxy, Ci-*alkyl, Ci^alkoxy, Af,tf-(Ci^alkyl)iamino, Ci^alkylsulphonylamino, caxbocyclyl* 
and heterocyclylC<>-6alkylene-Y-; or two R 1 groups o n adjacent carbons may form an 
oxyCMalkoxy group; wherein R l may be optionally substituted on carbon bv -witii one or more 
Rlgroup g oolootod from R* ; 

Y is -S(0)q-* or-O-; wherein a is 0 to 2; and 
R 7 is halo. 

4. (Currently Amended) The metho du oo of a oompound, or a pliannaooutioaHy noooptabl e 
salt thereof, ao olaimod in any on e of claims l a [[-3]J wherein R 2 , R\ R\ and R 3 are 
independently selected from hydrogen, hydroxy, Ci^alkyl, Ci^alkoxy, N-(CMalkyl)amino, 
carbocyclyl, caibocyclylCi^alkyl* and heterocyclylCMalkyl; wherein R 2 , R 3 , R\and R 5 may be 
independently optionally substituted on carbon by -witho ne or more R 9 g roups 

R 9 is selected from halo, cyano, Ci^lkyU and JV;iVKC l ^alkyl) 2 ainino. 

5. (Currently Amended) The metho du s o ofa compound, or a pha a 
salt thoroof, Q3 olaimod in ony one of claims 1 J [-6]] wherein X is -S(0) a -, -0-, -NR 13 -, 
-NR l$ C(0>, -S02NR 16 -, or -NR 16 S0 2 S wherein a is 0 or 2; and 

R 13 , R 15 , and R 16 are independently selected from hydrogen, phenyl, C M alkylsulphonyL 
and Ci-*alkyl. 

6. {Currently Amended) The metho d uoo of a compound, or a pharmacoutioally acceptabl e 
safe thoroof, ao olaim e d in any on e of claims l*[(-5]] wherein Ring B is phenyl, thienyl, fuiyl, 
thiazolyl, piperidinyl, piperazinyl, pyrrolidinyl, 1,3-dihydroisoindolyl, morpholinyl, naphthyl, 
cyclohexyl, pyridyl, imidazolyl, 1,2,4-triazolyl, 1,3-benzodioxolyl, thiomorpholinyl, 
pyrimidinyl, pyrazinyl, pyridazinyl, benztmidazolyU or pyrimidinyl; wherein if Ring B contains 
an -NH- moiety, that nitrogen may be optionally substituted bv- with an R 17 g rou p solootod from 
R«; 

R 17 is Ct^alkyl or benzyl; wherein R 17 may be optionally substituted on carbon bv-with 
one or more R 27 groups: 
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R 27 is methoxy. 

7. (Currently Amended) The methoduso of a compound* or a phaimttooutioally aoooptablo 
salt ther e of, as oloimod in any one of claims l 4 [[-6]] wherein R 6 is a substitoent on carbon and is 
selected from halo, hydroxy, nitro, cyano, carbamoyl, Ci^alkyl, Cj^alkoxy, Ci^alkanoyl, 
MiV-(CMalkyl)2amino, Ci^alkanoylamino, JV^Ci-4alkyl)carbamoyl, i^AKCi^lkyl^caibamoyl, 
Ci-4alkylS(0) a herein a is 0 or 2, Ci^alkoxycarbonyl, MiVKCi^altylksulphamoyl, carbocyclyl, 
heterocyclyl^ and carbocyclylCo^alkylene-Y-; wherein R 6 may be optionally substituted on 
carbon by-with one or more R 18 g roup s sel e ct e d from R 4 *: and wherein if said heterocyclyl 
contains an -NH- moiety* that nitrogen may be optionally substituted by -with a n R 19 gr oup 
Gol e otod from R 4 9 ; 

Yis-C(0)or-C(0)NR 21 s , 

R 18 is selected from halo, cyano, hydroxy, CMalkoxy; and heterocyclyl; 
R 19 is heterocyclyl; and 
R 21 is hydrogen. 

8. (Currently Amended) The methoduno of a pompomd-of formula fD (as depioted in claim 
1 JD]] wherein: 

Ring A is selected from phenyl, naphthyl, tfuenyl, fiiryl, thiazolyl, pyridyl, imidazolyl, 
benzothiazolv l. and ef-benzothienyl; 

R 1 is selected from halo, cyano, hydroxy, Ci^alkyl, Ci-ealkoxy, JV;iV-(Ci^alkyl)iamino, 
Ci^alkylsulphonylammo, caibocyclyl A and heterocyclylCo-$alkylene-Y-; or two R l groups o n 
adjacent carbons may form an oxyCt^alkoxy group; wherein R l may be optionally substituted 
on carbon fev-with o ne or more R 7 groups o e l e oted from R* ; 

Y is -S(OVf or-O-; wherein a is 0 to 2; and 

R 7 ishalo[[.]]; 

n is 0-3; wherein the values of R 1 may be the same or different; 
r is 1 or 2; 
s is 0; 

R 2 , R 3 , R 4 A and R 5 are independently selected from hydrogen, hydroxy, Ci^alkyl, 
d^alkoxy, iV-(C Malkyl)amino, carbocyclyl, carbocyclylCi^alkyU and heterocyclylCi^alkyl; 

7 
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wherein R 2 , R 3 , R 4 A and R 5 may be independently optionally substituted on carbon bv -with one 
or more R 9 g roups oolootodfrom R* ; wherein 

R 9 is selected from halo, cyano, Ci-4alkyl 4 and AT,AT-{CMalkyl)iamino[[.]]; 

X is -S(OV, -0-, -NR 13 -, -NR l5 C(0)-, -SOzNR 16 -, or -NR 15 S(>2-; wherein a is 0 or 2; and 

R^R^aridR 16 are independently selected from hydrogen, phenyl, Ci^alkylsulphonyl A 
and Ci^alkyl; 

q is 0 or 1; 

pisOorl; 

Ring B is phenyl, thienyl, fiuyl, thiazolyl, piperfdinyl, piperazinyl, pyrrolidinyl, 
1,3-dihydroisoindolyl, morpholinyl, naphthyl, cyclohexyl, pyridyl, imidazolyl, 1,2,4-triazolyl, 
1,3-benzodioxolyl, thiomorpholinyl, pyrimidinyl, pyrazinyl, pyridazinyl, benzimidazolyU or 
pyrimidinyl; wherein if Ring B contains an -NH- moiety, that nitrogen may be optionally 
substituted by a group selected from R 17 ; 

R 17 is Ci^alkyl or benzyl; wherein R 17 may be optionally substituted on carbon bv-with 
one or more R 2 7 groups: wh e r e in 

R 27 is methoxy; 

R 6 is a substituent on carbon and is selected from halo, hydroxy, nitro, cyano, carbamoyl, 
Ci^alkyl, Ci-»alkoxy, Ci^aHcanoyl, JV;W-(Ci-»alkyl)2amino, Ci^alkanoylamino, 
i^-(CMalkyl)carbamoyl, ^AT-(Ci^alkyl)2carbamoyl, CMalkylS(0) a wherein a is 0 or 2, 
Ci-4alkoxycarbonyl, 7^AKCMalkyl)2Sulphamoyl, caibocyclyl, heterocyclyU and 
caibocyclylC(Malkylene-Y-; wherein R 6 may be optionally substituted on carbon by -with one or 
more R 18 gr oup s polootod from R 4 *: and wherein if said heterocyclyl contains an -NH- moiety* 
that nitrogen may be optionally substituted by-wi£h_an R 19 g roup selected from R ** : 

Y is -C(0) or -C(0)NR 21 -; 

R 18 is selected from halo, cyano, hydroxy, Ci^alkoxy, and heterocyclyl; 
R 19 is heterocyclyl; aad 
R 21 is hydrogen: and 

m is 0-3; wherein the values of R 6 may be the same or different[[;]] 
or a pharmaooutioally aoooptablo safe thoroof * 

in the manufacture of a medicament for use in fee inhibition of 1 1 pHSDl ; 

with th e provioo that oaid compound io not (1 mothyl 1 pyrid 3 ylothyl){pyrid 3 yl) koton e. 
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9. (Currently Amended) A compound of formula (T) (aa d e piotod in ola ^4)-selected from: 
[2^4^WoK)phenyl)-l^yrid-3-yl)ethyl]-(4^hlorophenyl)-ketone; 
[2-(4-chlorophenyl)- 1 -(pyrazin-2-yl)ethyl]-{pyridin-3 -yl)-ketone; 
(a-methylamino^^hlorobenzyl)^4-chloTophenyl)-ketone; 
(benzothiazol-2-yl)-(pyrrolidin- 1 -ylsulphonylmethyl)-ketone; 
(thia5»l-2-yl)-(pynolidih-l -ylsulphonylmefhyl)-ketone; 

[ 1 -<moipholinosulphonyl)- 1 -methy lethyl]-(4-fluorophenyl)-ketone; 

(4-fluorophenylMJV^cyclo^ 

(4-fluorophenyl)-[#^yrid-2-yl)-W-fa 

(4-methylphenylsulphonylmethyl)-(4-cyanophenyl)-ketone; 

(4^thoxyphenoxymethyI)-(4-chloroplienyl)-ketOM; 

(4-chlorophenyl>[3-(2 1 6-difluorobenzoylamino) propyl)]-ketone; and 

(4^hlorophenyl>[3^4^methoxyphenylsulphonylamino)propyl)]-ketone; 

or a pharmaceutically acceptable salt thereof. 

10. (Currently Amended) The metho duoo of a compound of formula (I) (as depict e d in claim 
wherein the compound of formula (I) is s elected from: 

(a-methyl^«hydroxy-4-chlorobenzyl)-(4-chlorophenyl)-ketone; 

(moipholinosulphonylmethyl)-(4-fluorophenyl)4cetone; 

(W-methyl^methylanilinqsulphon^ 

(7V"-methyM^Uoroanilinomethyl>(4^Uortq)henyl)-ketone; 
or a pharmaceutically acceptable salt thereof[[;]] 

in fee manufacture of a m e dicament for use in tho - iohibition of 1 lpH S DL 

1 1 . (Currently Amended) A compound of formula (Ij): 




wherein: 
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R 1 is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, 
sulphamoyl, C^alkyl, C^alkenyl, C 2 -6alkynyl, Ci^alkoxy, Ci^alkanoyl, C^alkanoyloxy, 
iV-(Ci^alky1)ammQ, //^-(Ci^alkyl^amjno, Ci-6alkanoylaiuino, iV-(Ci^4ll^l)carbamoyl > 
iVi^-CC^allqrl^caibamoyl, Ci-6alkylS(0) tt wherein a is 0 to 2, Ci^alkqxycarbonyl, 
JV^(Ci^alkyl)sulphamoyl, ^^-(Ci^alkyl^suliAainoyl, Ci^alkylsulphqnylaraiao, carbocyclyl, 
heterocyclyl, carbocyclylCo^Ilcyleqe-Y- A and heterocyclylCo^alkylene-Y-; or 
two R 1 groups o n adjacent carbons niay form an oxyCi^alkoxy group or a C3-salkylene group; 
wherein R 1 may be optionally substituted on carbon bv-with o ne or more Regroup s oolootod 
from R ? ; and wherein if said heterocyclyl contains an -NH- moiety a that nitrogen may be 
optionally substituted by an R 8 gr oup oolootod from - R g ; 

n is 0-3; wherein the values of R 1 may be the same or different; 

R 2 and R 3 are independently selected from hydrogen, hydroxy, amino, cyano, C^aUcyl, 
Ci-*alkoxy, AKCi^alkyQamino, iV;Ar-(C]^aIkyl)2amino, Ci-4alkylS(0) a wherein a is 0 to 2, 
Ci^alkoxycarbonyl, Cj^alkoxycarbopylamino, Ci^allcanoyloxy, carbpcyclyl, heterocyclyl, 
caibocyclylCi^alkyla and heterocyclylCi^alkyl; or 

R 2 and R 3 together foim oxo or a spiro attached heterocyclyl; wherein R 2 and R 3 may be 
independently optionally substituted on carbon bv-with o ne or more ft 9 gr oup frs e l e ot e d from R 9 ; 
and wherein if said heterocyclyl contains an -NH- moiety^ that nitrogen may be optionally 
substituted by- wife an R <0 gr oup oolootod from R 4 0 ; 

Ring B is a heterocyclyl linked to the sulphonyl of the compound of f ormula (Ij) via a 
nitrogen atom; wherein if said rjeterocyclyl contains an -NH- moiety* that nitrogen may be 
optionally substituted bv -with a n gUgroup a e lootod from R tf ; 

R 6 is a substituent on caibon aod is selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, CMaDeyl, 
C 2 -4alkenyl, C2^aftynyl, Ci^alkoxy, Ci^alkanpyl, CMaBcanoyloxy, //-(d^alkyljamino, 
A?;iV-(Ci^alkyl)2amino, Ci^alkanoylamino, ^-(CMalkyQcarbamoyl, iV;iV-(CMalkyl)2cari)amoyl, 
CMalkylS(0) a wherein a is 0 to 2, C l^alkoxy carbonyl, A^-(Ci^aIkyl)sulphamoyl, 
MiV-(CMalkyl)2Sulphamoyl, CMalkylsulphonylamino, carbocyclyl, heterocyclyl, 
carbocyclylC(Malkylene-Y- a and heterocyclyIC<Malkylene-Y-; wherein R 6 maybe optionally 
substituted on carbon bv -with one or more R 18 groups selected from R 4 *: and wherein if said 
heterocyclyl contains an -NH- moiety 4 that nitrogen may be optionally substituted bv with a n R 19 
group oolootod from R 4 *; 
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m is 0-3; wherein the values of R 6 may be the same or different; 

Y is -S(0) a -, -O-, -NR 20 -, -€(0>, -C(0)NR 21 -, -NR^CCOK or -SO2NR 23 -; wherein a is 0 

to 2; 

R 7 , R 9 A and R 18 are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, meicapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, C^aHcyl, 
C2^alkenyl, d^alkynyl, Ci-ialkoxy, Ci^alkanoyl, d^alkanoyloxy, JSKCi^alkyl)amino, 
iV;iV-(CMalkyl)2ainino, Ci-»alkanoylamino, 7^-(C] ^alkyl)caibamoyl, W:^-(Ci^alkyI)2carbamoyU 
Ci-4alkylS(0) a wherein a is 0 to 2, Ci^alkoxycaAonyl, N^(Ci^alkyl)sulphamoyl, 
MiV^CMalkyl^sulphamoyl, Ci^alkylsulphonylamino, caibocyclyU andheterocyclyl; wherein 
R 7 , R 9 A and R 18 may be independently optionally substituted on carbon fey-withpne or more R 26 
groups; 

R 8 , R 10 , R 17 4 andR 19 are independently selected from d^alkyl, Ci-4alkanoyl, 
CMalkylsulphonyl, CMalkoxycaibonyl, carbamoyl AT-(CMalkyl)carbamoyl, 
7/,7/-(CMalkyl)carbamoyl, benzyl, benzyloxycarbonyl, benzoyl, caibocyclyl, heterocyclic and 
phenykulphonyl; wherein R 8 , R 10 , R l7 A and R 19 may be independently optionally substituted on 
carbon by -with one or more R 2 7 groups: 

R 20 , R 21 , R 22 A and R 23 are independently selected from hydrogen, phenyl, 
Ci^alkylsulphonyl A and Ci^alkyl; 

R 26 and R 27 are independently selected from selected from halo, nitro, cyano, hydroxy, 
trifluoromethoxy, trifluoromethyl, ammo, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, 
ethyl, methoxy, ethoxy, acetyl, acetoxy, methylamino, ethylarnino, dimethylamino, 
diethylamino, iST-methyl-AT-ethylamino, acetylamino, //-methylcarbamoyl, AT-ethylcarbamoyl, 
JV^-dimethylcaibamoyl, JV; W-diethylcarbamoyl, JV-methyl-JV-ethylcarbamoyl, methylthio, 
ethylthio, methylsulphinyl, ethylsulphinyl, mesyl, ethylsulphonyl, methoxycarbonyl, 
ethoxycarbonyl, JV-methylsulphamoyl, JY^thylsulphaxnoyl, JV,/tf-dimethylsulphamoyl, 
MTMieflivlsulphamov L and ef-//-metfivl-^-ethvlsulphamoyl; 
or a pharmaceutically acceptable salt thereof, 
with the proviso that said compound is not 
(phenyl>[a-<pyrrolidin- 1 -ylsulphonyl)benzyl] -ketone; 
(phenyl)-ta-(morphoKnosulphonyl)benzyl]-ketone; 
(4-<^xbamoylphenyl)-[4-(5^hloropyridin-2-ylo3^)piperidm 
(4-carbamoylphenyl)-[4-(4 r fluorophenyl)piperidin-l -ylsulphonylmethyl]-ketone; 

11 
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(4-fluorophenyl)-[4^5<Uoroi^din-2-yloxy)piperidin- 1 -ylsulphonylmethyl]-ketone; 
(phenyl)-l4-(5-cMoropyridin-2-yloxy^ 
(4-chlorophenyl)-(piperazin-l -ylsulphonylmethyl)-ketone; 
(4-chlorophenyl)-[4-^butoxycarbonyl)p^ 
(4-hydroxyphenyl)^morpholimsulphonylmethyl)-ketone; or 

(phenylHl,2,3,4-tetrahydroisoqu^ and with tfao provioo that 

when R 2 and R 3 are hydrogen, m is 0 X and Ring B is 4-methylpiperazin-l -yl, then (R\ is not 
hydrogen, 4-fluoro, 4-nitro, 3,4-dimethoxy, 4-methoxy, 4-f-butyl, 4-trifluoromethyl^ or 4-chloro; 
and wife tho provioo that 

when R 2 and R 3 are hydrogen, mis 0 a and Ring B is morpholino A then (R ! )n is not hydrogen, . 
4-dimethylamino, 4-nitro, 4-methoxy, 4-f-butyl, 4-trifluoromcthyl, or 4-fluoro or 4-chloro. 

1 2. (Currently Amended) A compound of formula (Ik) : 




Ok) 



wherein: 

R 1 is selected from halo, nitro, cyano, hydroxy, amino, carboxy, carbamoyl, mercapto, • 
sulphamoyl, Ci-^alkyl, C^alkenyl, C^alkynyl, Ci-6alkoxy, Ci-6alkanoyl, Ci^alkanoyloxy, 
i^-(Cr^alkyI)amino, JV;7V-(Ci-6aIkyl)2amino, Ci^alkanoylamino, W-{Ci-6alkyl)carbamoyl, 
iV;7V-(Ci^alkyI)icarbamoyl, Ci^atkylS(0) a wherein a is 0 to 2, C^alkoxycarbonyl, 
^-(Ci^aIkyl)sulphamoyl, A^-(Ci^alkyl)2Sulphamoyl, Cualkylsurphonylamino, carbocyclyl, 
heterocyclyl, carbocyclylCo^alkylene-Y- a and heterocyclylCo^alkylene-Y-; or 
two R* groups o n adjacent carbons may form an oxyCi ^alkoxy group or a C^alkylene group; 
wherein R 1 may be optionally substituted on carbon bv -with o ne or more R 7 g roups -sel e ct e d 
from - R ? ; and wherein if said heterocyclyl contains an -NH- moiety A that nitrogen may be 
optionally substituted bv-withan ft 8 gr oup soloot e d ft emJl:*: . 

n is 0-3; wherein the values of R l may be the same or different; 

R 2 and R 3 are independently selected from hydrogen, hydroxy, ammo, cyano, Ci^alkyl, 
Ci-4alkoxy, Af-(Ct-4alkyl)amino, ^^(Ci-^alkyl^amino, Ci-4aHcylS(0)a wherein a is 0 to 2, 

12 
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CMalkoxycaibonyl, Ci^alkoxycarbonylamino, Ci-4alkanoyloxy, caibocyclyl, heterocyclyl, 
cafbocyclylCmalkyU and hetcrocyclylCi-^alkyl; or 

R 2 and R 3 together form oxo or a spiro attached heterocyclyl; wherein R 2 and R 3 may be 
independently optionally substituted on carbon bv -with one or more R 9 groups -solootcd from R? : 
and wherein if said heterocyclyl contains an -NH- moiety A that nitrogen may be optionally 
substituted bv-with an Regroup oolootod from R* °j; 

Ring B is caibocyclyl or heterocyclyl; wherein if said heterocyclyl contains an -NH- 
moiety^ that nitrogen maybe optionally substituted bv-with an R 17 g roup oolootod from R * 7 : 

R 6 is a substituent on carbon and is selected from halo, nitro, cyano, hydroxy, amino, 
caiboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, Ci^alkyl, 
Ci^alkenyl, C 2 -4alkynyl, Ci^koxy, Ci-*alkanoyl, Ci^alkanoyloxy, ^C^allyl)amino,* 
iV)iV-(Ci-4alkyl)2amino, CMaftanoylamino, N-(C\ 4alkyl)carbamoyl, #tf-(Ci-4alkyl)2carbamoyl, 
Ci^alkylS(0) a wherein a is 0 to 2, Ci^alkoxycarbonyl, M(Ci^alkyl)sulphamoyl, 
J^iV-(Ci^alkyl)2Sulphamoyl, Ci^lkylsulphonylamino, carbocyclyl, heterocyclyl, 
carbocyclylQMalkylene-Y-, and heterocyclylCo-^alkylene-Y-; wherein R 6 may be optionally 
substituted on carbon bv -with one or more Regroups oolootod from R 4 *; and wherein if said 
heterocyclyl contains an -NH- moiety* that nitrogen may be optionally substituted bv -with a n R 19 
group solootcd from R* *; 

m is 0-3; wherein the values of R 6 may be the same or different; 

Y is -S(0).-, -O-, -NR 20 -, -C(0>, -C(0)NR 21 -, -NR^CCOK or -SOzNR 23 -; wherein a is 0 

to 2; 

R 7 R 9 ,andR lg are independently selected from halo, nitro, cyano, hydroxy, amino, 
carboxy, carbamoyl, mercapto, sulphamoyl, trifluoromethyl, trifluoromethoxy, Chalky 1, 
C^alkenyl, C^alkynyl, Ci^alkoxy, Ct^alkanoyl, Ci-4alkanoyloxy, W^Ci.4alkyl)amino, 
//,J\KCMalkyl)2ammo, Ci-^alkanoylamino, i\T-(Cmalkyl)carbamoyl, ^^(CMalkyl^caibamoyl, 
Ci^alkylS(0) a wherein a is 0 to 2, Ci^aOcoxycarbonyl, M<CMaIkyl)sulphamoyl, 
^iV-(Ci^alkyl)2Sulphamoyl, CMalkylswlphonylamino, carbocyclyl A and heterocyclyl; wherein 
R 7 , R 9 4 and R 18 may be independently optionally substituted on carbon bv-with one or more R 26 
groups: 

R 8 , R 10 , R 17 A and R 19 are independently selected from C^alkyl, C M alkanoyl, 
Ci^alkylsulphonyl, C i^alkoxycarbonyl, carbamoyl, //-(Ci^alkyl)carbamoyl, 
A^//-(CMalkyl)carbamoyl, benzyl, benzyloxycaibonyl, benzoyl, carbocyclyl, heterocyclyl* and 

13 
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phenylsulphonyl; wherein R s , R 10 , R l7 4 and R 19 may be independently optionally substituted on 
carbon by -witho ne or more R 2 7 groups: 

R 16 , R 20 , R 21 , R W A and R 23 are independently selected from hydrogen, phenyl, 
Ci^alkylsulphonyl^ and Ci^ajkyl; 

R 26 and R 27 are independently selected from selected from halo, nitio, cyano, hydroxy, 
trifluoromethoxy, trifluoromethyl, amino, carboxy, carbamoyl, mercapto, sulphamoyl, methyl, 
ethyl, methoxy, ethoxy, acetyl, acetoxy, methylazoino, ethylamino, dimethylamino, 
diethylamino, i^-methyi-7^-ethylamino, acetylamino, iV-methylcarbamoyl, JV-ethylcarbamoyl, 
7/,AT-dime1hylcarbamoyl, A^//-diefliylcarbamoyl, 7V-methyl-7V-ethylcarbamoyl, methylthio, 
ethylthio, methylsulphinyl, ethylsulphinyl, mesyl, ethyLsulphonyl, methoxycarbonyl, 
ethoxycaibonyl, iV-methylsulphamoyl, AT-etiiylsulphamoyl, i^AT-dimethylsulphamoyl, 
JVl/y-diethylsulphamoy K anft ef^methyl-JV-ethylsulphamoyl; 
or a pharmaceutical^ acceptable salt thereof, 
with the proviso that said compound is not 
(pheny0-(5-methylpyrazol-3-yl^nosulphonylmethyl)-ketone; 
(phenyl)-[(2-methyl-6-methoxy-2,3-dihydro^ 
(phenyl)-(l-phenyW-methylpyra^ 

(phenyl)-[l^cyclohexyl^methylaminosulphonyl)ethyl]-ketone; 

(phenyl)-[l-(phenyl-jy-methyla^ 

(phenyl)-(cyclohexylaminosulphonylmefhyl)-ketone; 

(phenyl)-[(2-phenyl^acetyl-5-methyli^ 

(phenyl)-[(2-phenyM-acetyl-5-methyli^ 

(phenylH2,4,5,6,7,8-hexahydrocyclpheptapyrazol-3-ylan^osulp 

(phenyl)-(4,5,6,7-tetrahydro-2H-inda^ 

(phenylH(4-phenyl-S-methylpyrazol-3^ 

(phenyl)-[3 -(1 -carboxymethyl-3 -methyl-4-oxo- 1 ,2,3 ,44etrahydrophthalazin-2-yl)amlinosulphon 
ylmethylj-ketone; 

(phenyl)-{3-[Hmethoxyca*onylme^ 

inosulphonyhnethyl} -ketone; (phenyl)-(4-methylanilinosulphonylmethyl)-ketone; 
(phenyl)-(2-benzoyl~4^hloroanilm^ 
(phenyl)-(2,3^iimefliylanilinosulphonylmefliyl)-ketone; 
(phenyl>(3,4-dimethylanilinosulphonylmethyl)-ketone; 

14 
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(phenyl)-(3 -methylanilinosulphoirylmethyl)4cetone^ 
(phenyl)-(3 -methoxyanilinosulphonylmethyl)-ketone; 

(phenyl)-(anilinosulphonylmethyl>ketone; (phenylH2-acetylaiulinosulphonylmefliyl)-ketone; or 
(phenyl)-[a-(tf^thylanilinosulph^ 

13. (Currently Amended) A pharmaceutical composition which comprises a compound of 
formula (I), (IJ) or (Be), or a pharmaooutioally ooooptablo salt th e r e of, oa olaimod in a ny one of 
claims 9, 1 1 or 12, or a pharmaceutical^ acceptable salt thereof in association with a 
phaimaceutically[[-]] acceptable diluent or carrier. 

14. (Currently Amended) A compound of tho formula (fy (Ij) or (lie), or a pharmaceutical^ 
aoooptablo salt ther e of, ao olaimod in m ethod for inhibiting 11BHSD1, comprising q rirnmisterfop; 
to a warm-blooded animal, a therapeutically effective amount of a compound of any one of 
claims 9, 1 1 x or 1 2, for uao in a m e thod of prophylactic or therapeutic treatment of a 

warm blooded animal, such ao man. 

15-16. (Cancelled). 

17. (Currently Amended) A method for the treatment of a metabolic syndrome, comprising 
inhibiting l lpHSDI T h e ua e of a compound a s claimed in any one of claims claim 1-8, or 10-ef 
16 wherein production of, or producing an, lipH S Dl inhibitory e ff e ct ref e ro to the troatmont of 
m e tabolic oyndrome. 

1 8. (Currently Amended) A method for the treatment of a disease selected fromThe us e of a 
eeg pound ao olaimod in any on e of olaimo 1 8 , 10 or 16 wher e in production of, or producing an? 
1 lpHSDl inhibitory e ffect roforo to the troatmont of diabetes, obesity, hyperlipidaemia, 
hyperglycaemia, hyperinsulinemi a, and ©^hypertension, comprising inhibiting 11BHSD1 as 
claimed in claim 1 or l Op artioularlv diabotoo and ohomty . 

1 9. (Currently Amended) A method for the treatment of a disease selected fro mT h e uo e of a 
compound ao olaimod in any on e of olaimo 1 8, 10 or 16 wher e in production of> or produora g-a% 
1 lpHSDl inhibitory effect roforo to tho troatmont of glaucoma, osteoporosis, tuberculosis, 

15 

PACE 23/29 • RCVD AT 9/7/2005 3:45:26 PM [Eastern Daylight Time] * SVR:U8PTO-EFXRF-fl/25 » DMB:2738300 » C8ID:617 951 7050 ■ DURATION (mm-ss):09-18 



09/07/2005 15:52 FAX 617 951 7050 



ROPES GRAY 



@024/029 



Application No.: Not Yet Assigned Docket No.: ASZD-P01-804 

dementia, cognitive disorders or depressio n, comprising inhibiting 1 1 pHSDl as claimed in 
claim 1 or 10 . 

20. (Cancelled). 



16 



PACE 24/29 * RCVD AT 9/7/2005 3:45:26 PM (Eastern Daylight Time] * SVR:USPTO-EFXRF-6/25 * DNIS:2738300 * CSID:617 951 7050 ■ DURATION (mm-ss):09-18 



